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Application/Control Number: 1 0/827, 1 21 Page 2 

Art Unit: 1656 

DETAILED ACTION 
Application Status 

1 . In response to the previous Office actions, a non-Final rejection (mailed on 

1 1/07/2006), Applicants filed a response and amendment received on May 4, 2007. 
Said amendment cancelled Claims1-60, amended Claims 67, 68, 70, 75, 77, 79, 80, 81. 
Thus, Claims 61-82 are pending in the instant Office action. 

Information Disclosure Statement 

2. Applicants recite the references have been previously provided "from the file of 
application 08/764,870, now U.S. patent 6,236,946" (see middle of page 9, 
Remarks/Arguments). However, previous priority applications 09/637132, 08/980115 
and 08/764870 do not contain copy of references in the Information disclosure 
statements (IDSs) filed on 01/1 1/2005 and 04/25/2006; thus, as noted in the previous 
office action the References are not considered because paper copies were not located 
in the prior filed applications. Examiner requests that applicant provide a copy of each 
reference not considered in response to this office action. 

3. The information disclosure statement filed 1 1/13/2006 fails to comply with 37 
CFR 1.97(c) because it lacks the fee set forth in 37 CFR 1.17(p). It has been placed in 
the application file, but the information referred to therein has not been considered. 
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Withdrawn-Non-Compliance with Sequence Rules 

4. The previous non-compliance with Sequence Rules because of missing SEQ. ID 
NOs in Figure 3 is withdrawn. 

Maintained-Non-Compliance with Sequence Rules 

The previous non-compliance with sequence rules for structural coordinates in 
Appendices 3-8 without an appropriate SEQ ID NOs is maintained. Applicants must 
provide, as noted in the previous "Notice to Comply": a) An initial or substitute computer 
readable form (CRF) copy of the "Sequence Listing", b) An initial or substitute paper 
copy of the "Sequence Listing", as well as an amendment specifically directing its 
entry into the application, c) A statement that the content of the paper and computer 
readable copies are the same and, where applicable, include no new matter, as 
required by 37 C.F.R. 1.821(e) or 1.821(f) or 1.821(g) or 1.825(b) or 1.825(d). 

Withdrawn-Objections to the Specification 

5. The previous objection of specification for the title is not descriptive of the claims 
is withdrawn by the virtue of Applicants amendment. 

6. The previous objection of specification of Appendix 8 in page 365 reciting "GC-2" 
is withdrawn by the virtue of Applicants amendment. 
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Withdrawn-Claim Objections 

7. The previous objection of Claim 67 reciting "Forrier" is withdrawn by the virtue of 
Applicants amendment. 

Withdrawn-Claim Rejections - 35 USC §112 

8. The previous rejection of Claims 75-82 under 35 U.S.C. 112, second paragraph, 
reciting the limitation "high resolution" is withdrawn by the virtue of Applicants 
amendment. 

Maintained-Claim Rejections - 35 USC §112 

9. The previous rejection of Claims 61-82 under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the written description requirement is maintained. Applicants' 
arguments have been fully considered but are not deemed persuasive. 

Applicants argue the specification "provides an extensive teaching with respect to 
the structural and functional characteristics of the claimed genus" "including many 
specific working examples" for one of skill to "recognize the identity of a member of the 
genus" (see middle of page 10, Remarks/Arguments). Thus, Applicants argue the instant 
rejection is inappropriate and a "factual basis for the rejection of these claims is not 
present" in the instant rejection (see middle of page 11, Remarks/Arguments). 
Applicants further argue "Even with regard to the more generic independent claims 61 
and 61 , there is a sufficient description of reduction to practice and disclosure of relevant, 
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identifying characteristics sufficient to show Applicant was in possession of the claimed 
genus" (see middle of page 11, Remarks/Arguments). 

However, as previously noted, the claimed methods of using structural 
coordinates of any nuclear hormone receptor, any thyroid receptor, any thyroid receptor 
isoform, or any thyroid receptor ligand binding domain, which encompasses species that 
are widely variant in structure (see top of page 8, the previous Office Action), is not 
described sufficiently by the instant specification and prior arts. Also, claims 66, 76, 78, 
80 and 82 with limitation of the structural data to Appendix 3 have been interpreted as 
encompassing the use of those coordinates for producing any homology model, which 
also encompass widely variant structures. "As such, the disclosure of representative 
species of structural coordinates as disclosed in Appendix 3-8, which describes the 
three-dimensional structure of rat thyroid hormone receptor or human thyroid hormone 
receptor is insufficient to be representative of the attributes and features of all species of 
structure coordinates and models thereof encompassed by the recited genus method of 
using three-dimensional structure information based on any crystals or any model of 
structural coordinate of said receptors including any homology model." (see top of page 
8, the previous Office Action). As noted above, the specification does not provide any 
structural information commonly possessed by members of the genus, which distinguish 
the species within the genus of structural coordinates or models thereof from others such 
that one can visualize or recognize the identity of the members of the genus. Thus, there 
are no correlation between function and structure, or by a combination of such identifying 
characteristics, sufficient to show the Applicants were in possession of the claimed 
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genus. The method of Applicants method of using the coordinates in Appendix 3-8 (or 
models thereof) cannot be used to find a potential ligand(s) for any (or all) nuclear 
hormone receptor as encompassed by the claims. For the reasons above, the instant 
rejection is maintained. 

10. The previous rejection of Claims 61-82 under 35 U.S.C. 112, first paragraph, the 
scope of enablement, while being enabling for a method of using a model of thyroid 
hormone receptor having the structural coordinates of Appendix 3-8, does not reasonably 
provide enablement for the broad scope of claimed method comprised of using a model 
of any nuclear hormone receptor, any model ligand binding domain, including any thyroid 
receptor or binding site thereof wherein the method steps encompass: providing 
structural information from a nuclear hormone receptor, which includes crystallization of a 
nuclear hormone receptor with or without a ligand, using structural information of a model 
representing a nuclear hormone receptor, or using a structural information from 
homology models of any nuclear hormone receptor related protein is maintained. 
Applicants' arguments have been fully considered but are not deemed persuasive. 

Applicants allege the previous rejection "states that nothing is enabled". However, 
this is not true by the virtue of the previous rejection reciting being enabling for a method 
of using a model of thyroid hormone receptor having the structural coordinates of 
Appendix 3-8. Applicants argue claimed methods are fairly simple, straight forward and 
do not require experimentation to discover all nuclear hormone receptors, all ligands, or 
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all nuclear atomic coordinate data. However, the instant claims do not have such 
limitations to be interpreted as Applicants' argument stated above. 

Examiner notes that discovering all hormone receptors, all ligands, or all nuclear 
atomic coordinate data is not enabled by the instant specification and the prior art without 
further experimentation by the one of skill in the art supported by the Applicants' analogy 
reciting "making sandpaper from moon dust by gluing dust particle to paper is easy to 
practice without experimentation even if the unclaimed starting materials are difficult or 
expensive to obtain" (see bottom of page 12, Remarks/Arguments). The recited analogy 
may be true in certain art but not in the biotech art where a binding ligands often used as 
pharmaceutical, which always require a certain degree of experimentation whether the 
experimentation is undue or not. 

Applicants argue "the allegations and factual bases for the rejections of "claims 
are sparse, or non-existent, no prima facie case for the rejection" except Claim 61 (see 
top of page 13, Remarks/Arguments) in regarding to the eight Wands factors. However, 
the Wands factor has been addressed adequately and properly in the previous rejection 
from page 9 to 15. Applicants argue the claims are not reach through claims to an as yet 
discovered invention, which is not supported by the disclosure nor a limitation of the 
instant claims. Applicants argue the breadth of the claim "is actually quite narrow to 
particular method steps of accessing and providing information" (see page 13, lines 19- 
20); but this is not reflective of the instant claim limitation. Applicants argue the claimed 
method includes a positive as well as a negative results; thus, the claimed "methods of 
assessing binding interactions are enabled well beyond the standards of the applicable 
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case law and regulations" (see bottom of page 13, Remarks/Argument) and the present 
claims are not directed to methods of crystallization. Applicants argue the specific 
direction and examples are present in the specification and "the quantity of 
experimentation is essentially zero and no undue experimentation required because "the 
negative results is a success in the methods" (see bottom of page 14, 
Remarks/Arguments) wherein the positive and negative results to be routine. 

The claimed method would be a routine and does not require undue 
experimentation if an atomic structural coordinates of all receptor as encompassed in 
claimed method is available for said method step, which are determined by the X-ray 
crystallography, which require formation of the receptor protein crystal, which is 
unpredictable as known to one skilled in the art, as noted in page 11-12 of the previous 
office action. As noted in the previous office action page 14, top. "In this case, the 
specification fails to compensate for the high level of unpredictability in the art. The 
specification fails to teach sufficient working example of the broad claimed invention. 
While the specification teaches working examples of using models having the structural 
coordinates of Appendix 3-8, it is noted that these examples are not sufficient to enable 
models of all nuclear hormone receptors and their isoforms as disclosed in claims." and 
"applicant has not provided sufficient guidance to enable one of ordinary skill in the art to 
make and use the claimed invention in a manner reasonably correlated with the scope of 
the claims. The scope of the claims must bear a reasonable correlation with the scope of 
enablement (In re Fisher, 166 USPQ 19 24 (CCPA 1970)). Without sufficient guidance, 
the modeling structure and use of modeled structure and ligand interaction to have 
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desired biological influence is unpredictable and the experimentation left to those skilled 
in the art is unnecessarily, and improperly, extensive and undue" (see previous Office 
Action, middle of page 15). 

Maintained-Double Patenting- 35 USC § 101 

1 1 . The previous rejection of Claims 76,78, 80 and 82 under 35 U.S.C. 101 as 
claiming the same invention as that of claims 1, 10, 1 1 and 22, respectively, of prior 
U.S. Patent No. 6,266,622 is maintained. Applicants' arguments have been fully 
considered but are not deemed persuasive. 

Applicants argue the instant amended limitation of 2-3 A resolution employed by 
the instant model is not included by the U.S. Patent No. 6,266,622. 

However, the U.S. Patent No. 6,266,622 recites the resolution of 2.2, 2.0, 2.1 or 
2.45 which is also an inherent feature of the crystals; thus meeting all limitations of 
instant claims. 

Maintained-Double Patenting 

12. The previous rejection of Claims 61-75, 77, 79, and 81 on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1-28 
of U.S. Patent No. 6,266,622 is maintained. Applicants' arguments have been fully 
considered but are not deemed persuasive. 

Applicants argue the present application is a CON of DIV of the U.S. Patent No. 
6,266,622 and may file a terminal disclaimer. 
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The terminal disclaimer has not been filed. For this reason, the instant rejection 
is maintained. 

13. The previous rejection of Claims 61-82 on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-22 of U.S. 
Patent No. 6,236,946 is maintained. Applicants' arguments have been fully considered 
but are not deemed persuasive. 

Applicants argue "The two dimensional graphic representation of the Figures is 
not identical to the precise databases of the Appendices and cannot render them 
obvious. 

However, even if the coordinates are labeled differently (i.e. Figure and 
Appendix), they contain identical coordinates. See below for the picture of said Figure 
and Appendix. For this reason, the instant rejection is maintained. 

Maintained-Claim Rejections - 35 USC § 102 

14. The previous rejection of Claims 61-62, 65, 67-68, 70-71 , 73 and 74 under 35 
U.S.C. 102(b) as being anticipated by reference by Zechel et al. (1994, March 15, The 
EMBO Journal, vol. 13, p. 1425-1433) as evidenced by Spanjaard et al. (1991, Proc. 
Natl. Acad. Sci. USA, vol. 88, p. 8587-8591) is maintained. Applicants' arguments have 
been fully considered but are not deemed persuasive. 

Applicants argue the DNA of Zechel et al. binding to the DNA binding domain 
(DBD) "is certifiably not of a ligand to a nuclear hormone receptor ligand binding 
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domain(LBD). Applicants argue the standardized terminology in the field should clearly 
distinguishing DBD and LBD, wherein "nuclear hormone receptors as "composed of 
several domains which are differentially conserved between the various receptors and 
have different roles: — " (see middle of page 17, Remarks/Arguments); thus, 
"unreasonable to confuse DBDs with LBDs in the light of this disclosure. 

Examiner acknowledge "USPTO personnel are to give claims their broadest 
reasonable interpretation in light of the supporting disclosure" but the "Limitations 
appearing in the specification but not recited in the claims should not be read into the 
claim" (see MPEP 2106[R-5] II). The Examiner is not confused of these two domain but 
interpreted the instant claim reasonably broad according to the MPEP. Without the 
appropriate limitation(s) in the claims, wherein the limitation disclose a certain region or 
a domain of the nuclear receptor that is not a DNA (a ligand) binding domain of the 
nuclear receptor, the instant claims reciting "ligand" encompasses the DNA of Zechel et 
al. 

As noted in the previous rejection, "an instant ligand encompasses a DNA and/or 
zinc of Zechel et al. teach a method of using a model of a nuclear hormone receptor 
and ligand binding domain" "based on the three-dimensional structure of GR 
(glucocoticoid receptor) and ER DBD-DNA (estrogen receptor DNA binding domain) 
complexes which meets the limitation of providing, accessing and modeling structural 
information. 

Applicants argue a computationally designed ligand is not found in Zechel. 
However as noted previously, Zechel et al. teaches a method based on the three- 
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dimensional structure comprising a step of solving "the glucocorticoid receptor DNA- 
binding domain complexed with DNA" (see Abstract and p. 1429, Fig. 4 caption) which 
necessarily involves performing a Fourier transformation of crystallographic data 
through computation, thus a method of Zechel et al. meet the limitation of claim 67 as 
well as Claim 71 . Applicants also acknowledge the nuclear hormone receptors can be 
"ligand-activated transcription factors that regulate gene expression by interacting with 
specific DNA" (emphasis added, see page 19, last line, Remarks/Arguments). For the 
reasons above, the instant rejection is maintained. 

15. The previous rejection of Claims 61-65, 67-69, and 71-73 under 35 U.S.C. 102(b) 
as being anticipated by McKinney, James D. (1989, Environmental Health Perspectives, 
vol. 82, p. 323-336) is maintained. Applicants' arguments have been fully considered 
but are not deemed persuasive. 

Applicants argue that the paragraph (as shown as figures below) have no 
"disclosure that can reasonably be interpreted as stated in the Action". Applicants 
argue "it is not logical, based on the disclosure" of instant specification page 16, bottom 
- page 17, top (as shown in two figures below) "to suggest that any protein that binds 
the same ligand as a nuclear receptor can be considered to be a nuclear receptor" (see 
top of page 19, Remarks/Arguments). Are Applicants trying to say a protein that binds 
to a nuclear receptor ligand listed in the specification is not a nuclear receptor protein?. 
It is unclear of arguments above. 
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29 Appucabejtty to Nuclear receptors 

30 The present invention, particularly the computational methods, can be used to design 

31 drugs for a variety of nuclear receptors* such as receptors for glucocorticoids (ORs), 



1 androgens. (ARs), mineralocorticoids (MRs), progestins (PRs), estrogens (ERs), thyroid 

2 hormones (TRs), vitamin D (VDRs), retinoid (RARs and RXRs), icosanoid <IRs>, and 




According to the instant specification, as shown above, the thyroid hormones 
receptor (shown by the arrow above) is one of many nuclear receptors. The recitation 
of "can be considered to be a nuclear receptor" in the Remarks/Arguments has been 
treated as —can be considered to be a nuclear receptor protein™. In view of the 
instant specification, the thyroxine binding prealbumin (TBPA), which binds to the 
thyroid hormone (thyroxine) binding protein (i.e., TBPA) of the McKinney et al.; thus, 
TBPA is a nuclear hormone receptor protein for thyroxin which is encompassed by the 
term nuclear hormone receptor protein by the instant specification. 

Applicants argue the TBPA is a "serum transport protein" according to page 327, 
which is not a nuclear protein and also argue "even if it were true, would not teach the 
present invention". Applicants argue McKinney does not teach all limitations 
comprising: providing structural information, accessing structural information or 
modeling binding of the potential ligand. Applicants argue the McKinney "does not use 
proactively use of a model to computationally design ligands". Applicants recite "even a 
layman would understand that a protein floating free in the blood stream is not a nuclear 
protein" as if a claimed nuclear protein is limited to a membrane protein, which is not 
true in this case. 
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Applicants acknowledge that TBPA have properties in common or aspects of 
similarity with at least one thyroid hormone nuclear receptor and there is no indication or 
a teaching that "serum transport protein" (as recited in the Remarks/Arguments, page 
19, middle) cannot be encompassed by a very broad term (as disclosed above) a 
"nuclear hormone receptor", especially wherein the TBPA was extracted from the "rat 
liver nuclear extract" as noted in the previous office action. The instant claimed nuclear 
receptor protein is not limited to the membrane bound protein; thus, a TBPA protein 
floating freely is encompassed by the claimed nuclear receptor protein. As noted in the 
previous office action, "McKinney teach that "the binding site matches the structure and 
chemistry of the hormone with great precision, which together with the fact that TBPA 
almost completely engulfs the hormone" (see top of left column, p. 328, lines 6-9)" 
which meets the limitations of providing, accessing and modeling binding of potential 
ligand (hormone) of the structure coordinates. "The structure model of McKinney is 
based on high-resolution X-ray crystallographic structure (see p. 329, Figure 3 caption), 
which necessarily used a Fourier transformation of X-ray crystallographic data" which 
meets the limitations of providing, accessing and modeling binding of potential ligand 
(hormone) of the structure coordinates. In figure 3 of McKinney shows "the nonphenolic 
(tyrosyl) ring of THs (thyroid hormones) appears to be suitable (somewhat rigid, 
sterically accessible aromatic ring that is polarizable) for undergoing a stacking 
interaction" (see top of right column, p. 328, lines 14-19) and interaction of ligands (four 
different ligands) in the binding pocket meet the limitations of "modeling binding of the 
potential ligand" (Claim 62) which encompassing the step of "proactively use of a model 
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to computationally design ligands" as disclosed in the bottom of page 20, 
Remarks/Arguments. As noted previously, the Thyroxine (T3) used in modeling by 
McKinney has all the chemical features required by the instant Formula 1 disclosed in 
the instant specification page 3, which is a nuclear receptor ligand likely to bind to a 
nuclear hormone receptor ligand binding domain (as recited in the claim). For the 
reasons above, the instant rejection is maintained. 

Maintained-Claim Rejections • 35 USC § 103 

16. The previous rejection of Claims 66, 76, 78, 80 and 82 under 35 U.S.C. 103(a) as 
being unpatentable over McKinney, James D. (1989, Environmental Health 
Perspectives, vol. 82, p. 323-336) in view of In re Gulack 217 USPQ 401 (Fed. Cir. 
1983) and In re NgailO USPQ2d 1862 (Fed. Cir. 2004) is maintained. Applicants' 
arguments have been fully considered but are not deemed persuasive. 

Applicants argue the instant rejection should be withdrawn because the 
McKinney et al "does not teach all limitations of the independent claims, neither does it 
teach all limitations of the associated dependent claims" (see middle of page 21, middle, 
Remarks/Arguments. Applicants also argue the cited case law is irrelevant to the 
present claims because the claims are not to a device , but to methods. Applicants 
argue "the claims at issue are not "mere compilations of data", but claims to methods 
functionally incorporating structural data to prove a useful output" (see top of page 22, 
Remarks/Arguments) and recites "It can not be said that the data are non-functional in 
the method. Applicants further argue that the atomic coordinate data has been shown 
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to function. 

However, machine readable data is a non-functional descriptive material. The 
instant coordinates which are processed using a series of processing steps using a 
known algorithm, do not appear to impose a change in the processing steps or 
functioning of the computer and there is no evidence of record that the data of Appendix 
3 imposes a change in the function of the computer. Put another way, the function of 
the computer is the same whether the computer comprises the Appendix 3 or not. 
Thus, all claim limitations concerning the structure coordinate data of Appendix 3 are 
given no patentable weight as the data is considered to be non-functional descriptive 
material. As noted in the previous office action and above, the McKinney et al. meets 
all limitation of method steps except the Appendix 3, which is non-functional descriptive 
material with no patentable weight. Therefore, it would have been obvious at the time 
the invention was made to a person having ordinary skill in the art to which said subject 
matter pertains to employ the method as disclosed by McKinney using any set of 
structural coordinates as defined in the claims with a reasonable expectation of success 
in view of the teachings of McKinney. One would have been motivated to do this 
because McKinney discloses "The multifunctional ligand-receptor model concept should 
also be considered in the study of structure-activity relationships — for other hormonal 
systems such as the steroid hormones" (see page 333, right column, bottom), wherein 
McKinney notes that "TBPA and at least one thyroid hormone nuclear receptor have a 
considerable number of their properties in common or have aspects of similarity" (see 
page 330, left column, lines 14-16) and further notes that "Studies of TBPA and the 
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thyroid hormone nuclear receptor suggested that possibility of a closer relationship 
between the two proteins than would have been anticipated, which suggests that the 
studies on TBPA may have a direct bearing on the properties of the nuclear receptor" 
(see p. 327, right column bottom). For the reasons above, instant rejection is 
maintained. 

17. The previous rejection of Claims 75, 77, 79, and 81 under 35 U.S.C. 103(a) as 
being unpatentable over McKinney, James D. (1989, Environmental Health 
Perspectives, vol. 82, p. 323-336) is maintained. Applicants' arguments have been fully 
considered but are not deemed persuasive. 

Applicants argue McKinney et al. do not teach at least one limitations of claims 
as recited in the bottom of page 23 of Remarks/Arguments and also argue the TBPA is 
different from the claimed TR (thyroid hormone receptor) isoform; thus, "TBPA is not a 
model for TR interactions" (see page 24, line 21, Remarks/Arguments) even though 
Applicants acknowledge McKinney makes it clear that TBPA models help provide 
general concepts of the binding interactions. Applicants also argue "one skilled in the 
art working on the problem of the claims" for "identifying compounds that "selectively 
modulates the activity of a TR" would not be motivated by McKinney because the TR 
and TBPA have different selectivity and affinity for thyroid hormones. Thus, "there 
would not be an expectation of success" 

However, as noted above and in the previous office action, the TBPA of 
McKinney et al. is encompassed by the claimed "thyroid hormone receptor (TR) 
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isoform" as recited in the claims. The instant claims have amended limitation of 
resolution to 2.0 A to 3.0 A, which is not disclosed by the McKinney et al. However, as 
it is written in claims, the said resolution is " corresponding to an atomic coordinate 
model " (emphasis added), wherein the resolution is a property measured from an actual 
crystal by X-ray crystallography. Thus, any resolution corresponding to an atomic 
coordinate model, which can be generated in silico, is met by any structure coordinate. 
The instant claims are different from above reciting "capable of selectively modulating", 
which is a preamble which do not effects the limitation of claimed method step. As 
noted in the previous office action, "It would have been obvious to one of ordinary skill in 
the art at the time the invention was made to screen a test compound of McKinney to a 
TR LBD isoform with a reasonable expectation of success because a test compound is 
identified to have favorable interaction as indicated in receptor model shown in Figure 5, 
p. 331 . The motivation to do so is provided by McKinney's disclosure of thyroid 
hormones "has recently been suggested — be part of the hormone responsive 
transcription factor super-family" (see page 330, middle of right column) and further that 
one would have validated the modeling results of McKinney with a biological assay. 
Thus, the claimed invention taken as a whole is prima facie obvious over the combined 
teachings of the prior art." (see page 21 to 22 of the previous office action). For the 
reasons above, the instant rejection is maintained. 

Summary of Pending Issues 

18. The following is a summary of the issues pending in the instant application: 
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a) The previous non-compliance with sequence rules for structural coordinates in 
Appendices 3-8 without an appropriate SEQ ID NOs is maintained. 

b) The previous rejection of Claims 61-82 under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the written description requirement is maintained. 

c) The previous rejection of Claims 61-82 under 35 U.S.C. 112, first paragraph, the 
scope of enablement, is maintained. 

d) The previous rejection of Claims 76,78, 80 and 82 under 35 U.S.C. 101 as 
claiming the same invention as that of claims 1, 10, 11 and 22, respectively, of 
prior U.S. Patent No. 6,266,622 is maintained. 

e) The previous rejection of Claims 61-75, 77, 79, and 81 on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over 
claims 1-28 of U.S. Patent No. 6,266,622 is maintained. 

f) The previous rejection of Claims 61-82 on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-22 of 
U.S. Patent No. 6,236,946 is maintained. 

g) The previous rejection of Claims 61-62, 65, 67-68, 70-71, 73 and 74 under 35 
U.S.C. 102(b) as being anticipated by reference by Zechel et al. (1994, March 
15, The EMBO Journal, vol. 13, p. 1425-1433) as evidenced by Spanjaard et al. 
(1991, Proc. Natl. Acad. Sci. USA, vol. 88, p. 8587-8591) is maintained. 

h) The previous rejection of Claims 61-65, 67-69, and 71-73 under 35 U.S.C. 102(b) 
as being anticipated by McKinney, James D. (1989, Environmental Health 
Perspectives, vol. 82, p. 323-336) is maintained. 

i) The previous rejection of Claims 66, 76, 78, 80 and 82 under 35 U.S.C. 103(a) as 
being unpatentable over McKinney, James D. (1989, Environmental Health 
Perspectives, vol. 82, p. 323-336) in view of In re Gulack 217 USPQ 401 (Fed. 
Cir. 1983) and In re Ngai 70 USPQ2d 1862 (Fed. Cir. 2004) is maintained. 

j) The previous rejection of Claims 75, 77, 79, and 81 under 35 U.S.C. 103(a) as 
being unpatentable over McKinney, James D. (1989, Environmental Health 
Perspectives, vol. 82, p. 323-336) is maintained. 
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Conclusion 

19. Claims 61-82 are not allowed for the reasons identified in the numbered sections 
of this Office action. Applicants must respond to the objections/rejections in each of the 
numbered section in this Office action to be fully responsive in prosecution. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Alexander D. Kim whose telephone number is (571) 
272-5266. The examiner can normally be reached on 8AM-5PM. 
If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Kerr Bragdon can be reached on (571) 272-0931. The fax phone 



Application/Control Number: 10/827,121 Page 21 

Art Unit: 1656 

number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAiR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-91 99 (IN USA OR CANADA) or 571-272-1 000. 

Alexander Kim 
July 18, 2007 
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Attachment. 

Left column shows Appendix 3 of instant application, right column shows Figure of US 
Patent 6236949). 
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